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Title  21 — Food  and  Dnigs 

CHAPTER  I — FOOD  AND  DRUG  ADMINIS¬ 
TRATION,  DEPARTMENT  OF  HEALTH, 
EDUCATION,  AND  WELFARE 

SUBCHAPTER  F — BIOLOGICS. 

(Docket  No.  75N-0366] 

PART  610— GENERAL  BIOLOGICAL 

PRODUCTS  STANDARDS 

PART  640— ADDITIONAL  STANDARDS  FOR 
HUMAN  BLOOD  AND  BLOOD  PRODUCTS 

Source  Plasma  (Human) 

The  Food  and  Drug  Administration  is 
amending  the  biologies  regulations  for 
the  manufacture  of  Source  Plasma  (Hu¬ 
man)  based  on  two  separate  proposals 
published  in  the  Federal  Register  of 
May  28,  1974  (39  FR  18614)  and  July  17, 
1974  (39  FR  26161) .  The  amendments  are 
effective  May  11,  1976. 

A.  In  the  May  28  proposal,  the  Com¬ 
missioner  of  Food  and  Drugs  proposed 
regulations  concerning  “Current  Good 
Manufacturing  Practice  for  Blood  and 
Blood  Components."  Proposed  S  606.16 
Plasmapheresis  prescribed  requirements 
for  obtaining  plasma  intended  for  fur¬ 
ther  manufacture  into  noninjectable 
products.  Interested  persons  were  given 
until  August  26, 1974,  to  file  written  com¬ 
ments  with  the  Hearing  Clerk,  Pood  and 
Drug  Administration  (FDA),  regarding 
the  proposal.  Twenty-five  letters  received 
in  response  to  this  proposal  related  spe¬ 
cifically  to  plasmapherisls.  Many  of  the 
comments  were  substantially  the  same 
as,  or  similar  to,  those  received  in  re¬ 
sponse  to  the  July  17  proposal,  since 
both  proposals  concerned  products  ob¬ 
tained  by  plasmapheresis  intended  for 
further  manufacture  into  noninjectable 
products. 

B.  In  the  July  17  proposal,  the  Com¬ 
missioner  proposed  to  amend  the  Source 
Plasma  (Hiunan)  regulations,  §§  640.60 
through  640.70  (21  CFR  640.60  through 
640.70)  by  redefining  Source  Plasma 
(Human)  to  include  plasma  collected  by 
pla«napheresis  intended  for  use  in  man- 
ufactuilng  noninjectable  products,  com¬ 
monly  referred  to  as  “clinical  chem¬ 
istry  controls”  or  “diagnostic  reagents.” 
In  addition,  the  Commissioner  proposed 
numerous  amendments  to  clarify  and 
strengthen  the  existing  Source  Plasma 
(Hiunan)  regulations  in  light  of  FDA 
inspectional  and  other  regulatory  ex¬ 
perience.  Also  proposed  was  an  amend¬ 
ment  to  $  610.40  (21  CFR  610.40)  to  im¬ 
pose  further  limitations  on  the  use  of 
hepatitis  reactive  blood,  plasma,  or  se- 
nun  in  the  manufacture  of  licensed  in 
vitro  diagnostic  biological  products  and 
to  provide  similar  restrictions  on  the 
use  of  hepatitis  reactive  material  in  the 
manufacturing  of  unlicensed  in  vitro 
diagnostic  biological  products. 

Interested  persons  were  given  imtil 
August  16,  1974  to  file  written  comments 
regarding  the  proposal.  Seventeen  letters 
of  comment  addressed  that  portion  of 
the  propo^  regardhig  Source  Plasma 
(Human).  Five  letters  of  (xunment  ad¬ 
dressed  that  portion  of  the  proposal  con¬ 
cerning  the  test  for  hepatitis  B  surface 
antigen.  The  Commissioner  responded  to 
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these  five  comments  in  the  final  order 
concerning  the  test  for  hepatitis  B  sur¬ 
face  antigen  published  in  the  Federal 
Register  of  July  15,  1970  (40  FR  29706) . 

The  Commissioner  concludes  that  it  is 
appropriate  in  this  preamble  to  respond 
to  comments  regarding  the  section  on 
plasmiqiheresis  in  the  May  28  proposal, 
as  well  as  the  comments  to  the  July  17 
Source  Plasma  (Human)  proposal.  Items 
1,  3,  9,  11,  14,  17,  19,  and  47  refiect  sub¬ 
stantively  similar  comments  that  were 
received  in  response  to  the  May  28  and 
July  17  proposals.  Items  4,  10,  18,  21,  22, 
and  23  reflect  comments  that  were  re¬ 
ceived  only  in  response  to  the  May  28 
proposal,  and  the  remaining  items  refiect 
comments  received  only  in  response  to 
the  July  17  proposal.  To  aid  the  reader, 
no  references  are  made  to  the  plasma¬ 
pheresis  section  of  the  May  proposal. 
Rather,  all  comments  refer  to  the  cor¬ 
responding  July  proposed  regulation.  A 
summary  of  the  comments  and  the  Com¬ 
missioner’s  conclusions  are  as  follows: 

1.  Three  comments  expressed  concern 
that  the  proposed  regulations  would  cur¬ 
tail  the  suiH>ly  of  Source  Plasma  (Hu¬ 
man)  intended  for  further  manufacture 
into  noninjectable  products  from  over¬ 
seas  operations  and  from  certain  blood 
banks  associated  with  hospitals  or  lo¬ 
cated  in  remote  areas,  which  are  distant 
from  licensed  plasmapheresis  centers. 
One  of  the  ccmiments  stated  that  blood 
banks  associated  with  hospitals  only 
plasmapherese  donors  occassionally,  and 
therefore  will  probably  not  bother  to  ob¬ 
tain  a  license. 

The  Commissioner  rejects  the  sugges¬ 
tion  that  licensing  plasma  for  manufac¬ 
ture  into  noninjectable  products  will  se¬ 
riously  reduce  its  supply  since  many  of 
the  establishments  that  will  be  applying 
for  a  license  for  Source  Plasma  (Human) 
for  use  in  manufacturing  noninjectable 
products  are  already  licensed  for  plasma 
for  injectable  products.  The  Commls- 
siemer  recognizes,  however,  that  specific 
exemptions  to  the  licensing  requirements 
may  be  necessary  to  authorize  donations 
in  special  circumstances,  as  for  an  indi¬ 
vidual  who  possesses  a  rare  antibody  but 
is  located  in  an  area  not  reasonably  ac¬ 
cessible  to  a  licensed  Source  Plasma 
(Human)  facility.  Establishments  which 
have  identified  and  obtained  donation 
agreements  from  persons  whose  plasma 
contains  special  characteristics  must  be 
permitted  to  continue  to  plasmapherese 
in  cases  where  the  limited  numbers  of 
these  donors  and  the  infrequent  dona¬ 
tions  might  otherwise  discourage  the  ob¬ 
taining  of  this  material  under  federal 
interstate  licensure.  Accordingly,  S  640.71 
redesignated  as  S  640.75  Alternate  pro¬ 
cedures  (21  CFR  640.75)  provides  for  col¬ 
lection  and  processing  procedures  that 
are  at  variance  with  the  regulations,  in¬ 
cluding  the  licensing  requirements,  pro¬ 
vided  that  prior  approval  is  obtained 
from  the  Director,  Bureau  of  Biologies. 

2.  Two  comments  questioned  the  legis¬ 
lative  authority  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  and  the  Public 
Health  Service  Act  for  FDA  to  promul¬ 
gate  regulatlMis  relating  to  donor  pro¬ 
tection  and  to  control  idasma  intended 


for  chemistry  controls.  One  of  the  com¬ 
ments  further  suggested  that  rulemaking 
concerning  this  issue  should  proceed  only 
after  a  second  notice. 

In  the  Federal  Register  of  August  26, 
1972  (37  FR  17419),  the  Commissioner 
first  announced  that  all  establishments 
engaged  in  interstate  shipment  of  human 
plasma  were  subject  to  the  licensing  pro¬ 
visions  of  section  351  of  the  Public 
Health  Service  Act  and  proposed  stand¬ 
ards  for  the  collection  and  processing  of 
the  licensed  product.  Source  Plasma 
(Human) .  The  Commissioner  concluded 
that  the  standards  must  contain  pro¬ 
visions  to  protect  the  health  of  plasma 
donors  to  ensure  a  continued,  healthy 
donor  population  to  serve  as  a  source  of 
plasma.  Procedures  for  donor  protection, 
based  upon  recommendations  of  the  Ad¬ 
visory  Committee  of  the  Division  of  Med¬ 
ical  Sciences,  National  Academy  of  Sci¬ 
ences — National  Research  Council,  were 
incorporated  in  that  original  proposal. 

The  donor  protection  requirements 
ultimately  adopted  by  the  Commissioner 
and  promulgated  as  part  of  the  final  reg¬ 
ulation,  published  in  the  Federal  Reg¬ 
ister  of  July  20,  1973  (38  PR  19362),  re¬ 
fiect  not  only  the  recommendation  of  the 
Advisory  Committee  but  also  the  views 
of  representatives  of  the  plasma  coUec- 
ti(m  and  fractionation  industries  and 
individual  citizens  who  had  commented 
on  the  proposal.  Indeed,  the  comments 
suggested  even  more  stringent  require¬ 
ments  than  originally  proposed,  and 
many  were  incorporated  into  the  final 
regulation.  The  opportunity  for  com¬ 
ment  on  the  authority  of  the  Commis¬ 
sioner  to  promulgate  regulations  relating 
to  donor  protection  was  provided  when 
the  standards  were  first  proposed.  The 
proposal  to  expand  the  definition  of 
Source  Plasma  (Human)  to  Include  plas¬ 
ma  intended  for  noninjectable  products, 
at  issue  in  this  rule  making  action,  did 
not  include  any  revision  in  the  existing 
regulations. 

Moreover,  certain  aspects  of  the  donor 
protection  requirements  directly  affect 
the  safety,  purity,  and  potency  of  the 
plasma,  such  as  those  provisions  con¬ 
cerning  donor  suitability  that  are  de¬ 
signed  to  assure  that  plasma  is  free  of 
disease-carrying  agents.  In  an  indirect 
but  no  less  Important  manner,  the  re¬ 
quirements  for  donor  protection  assure, 
as  the  Ccxnmissioner  stated  more  than  3 
years  ago,  that  there  will  be  a  continuous 
and  healthy  donor  population.  Finally, 
the  Commissioner  believes  that  it  is  an 
inherent  obligation  of  government  to  as¬ 
sure  that  where  standards  are  established 
for  products,  the  public  health  factors 
that  are  Integral  to  the  product  must  be 
considered  and  protected.  Such  action  is 
necessary  and  proper  in  the  exercise  of 
the  underlying  authority. 

In  the  preamble  of  the  July  1974  pro¬ 
posal  on  Source  Plasma  (Human),  the 
Commissioner  reiterated  the  Importance 
of  the  doner  protection  provisions  in  the 
plasma  licensing  scheme.  The  Commis¬ 
sioner  also  noted  the  failure  of  a  number 
of  license  applicants  to  comph^  with  the 
donor  protection  provisions  of  the  regu¬ 
lations,  particularly  when  these  facilities 
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were  processing  plasma  for  iise  In  non- 
injectable  products  only.  Inadequate 
donor  protection  practices  defeat  one  of 
the  major  purposes  of  the  regulations; 
namely,  to  protect  plasma  donors.  Since 
the  proposal  was  published,  FDA  has  in¬ 
spected  numerous  plasmapheresis  facili¬ 
ties  that  were  collecting  plasma  for  use 
in  noninjectable  products  and  has  found 
that  some  are  not  observing  recognized 
requirements  of  donor  protection.  In 
some  cases,  firms  that  had  failed  to  re¬ 
ceive  a  license  due  to  their  Inability  to 
comply  with  the  additional  standards 
continued  their  operations  as  before,  but 
redirected  their  plasma  to  subsequent  use 
for  noninjectable  products. 

It  is  apparent  that  the  failure  of  the 
Source  Plasma  (Hmnan)  regulations  to 
extend  to  noninjectable  products  has 
created  a  haven  for  those  plasmapheresis 
facilities  that  are  unwilling  to  meet  the 
requirements  of  donor  protection.  The 
Commissioner  has  concluded  that  these 
facts  Justify  a  redefinition  of  Source 
Plasma  (Human)  to  include  all  plasma, 
pheresis  operations,  regardless  of  the 
eventual  use  of  the  plasma.  The  con¬ 
tinued  existence  of  a  double  standard  of 
donor  protection  is  imacceptable.  The 
eventual  use  to  which  a  donor’s  plasma 
is  put  is  irrelevant  to  the  application  of 
basic  measures  to  protect  the  plasma 
donor  from  the  possibility  of  exploitation 
during  the  donor’s  participation  in  the 
plasmapheresis  program. 

Application  of  the  Source  Plasma 
(Hiunan)  licensure  requirements  and  ad¬ 
ditional  standards  to  plasma  for  non¬ 
injectable  products  is  consistent  with 
the  existing  statutory  scheme  since  sec¬ 
tion  351  of  the  Public  Health  Service 
Act  applies  to  all  blood  components  “ap¬ 
plicable  to  the  prevention,  treatment,  or 
cine  of  diseases  or  injuries  of  man.’’ 
Human  plasma  is  a  blood  component 
within  the  meaning  of  the  act,  and  the 
uses  of  clinical  chemistry  controls, 
tjrping  sera,  diagnostic  reagents,  and  the 
like,  place  them  clearly  within  the  statu¬ 
tory  definition.  Clinical  chemistry  con¬ 
trols  and  diagnostic  reagents  are  used  as 
standards  to  calibrate  equipment  in  the 
diagnosis  of  disease,  or  they  are 
used  directly  in  assaying  specimens  of 
body  fluids  taken  from  patients  to  de- 
ten^ne,  for  example,  the  presence  of 
disease  or  the  appropriate  remedy.  All  of 
the  information  obtained  from  the  use 
of  the  plasma  and  serum  as  clinical 
chemistry  controls  or  as  diagnostic  re¬ 
agents  is  used  by  licensed  physicians  to 
treat  patients  and  to  evaluate  patient  re¬ 
sponse  to  treatment.  A  product  is  “ap¬ 
plicable  to  the  prevention,  treatment  or 
cure  of  diseases  or  injuries  of  man’’  when 
used  for  any  purpose  of  diagnosis  or  as 
an  aid  in  diagnosis  (21  C7FR  600.3(j)). 
’Thus,  the  Commissioner  concludes  that 
defining  Source  Plasma  (Human)  to  in¬ 
clude  plasma  for  both  Injectable  and 
noninjectable  products  is  authorized  by 
section  351  of  the  Public  Health  Service 
Act.  The  additional  standards  will  apply 
to  all  such  plasma. 

Since  the  reasons  for  the  Cixnmis- 
sloner’s  decision  to  apply  the  licensure 
requirements  of  Soiuce  Plasma  (Hu¬ 


man)  to  plasma  obtained  by  plasma¬ 
pheresis  and  used  for  noninjectable 
products  were  set  forth  fully  in  the  pro¬ 
posal,  proper  time  and  procedures  for 
public  comment  have  already  been  pro¬ 
vided  and  no  further  notice  is  necessary, 
as  suggested  in  one  of  the  comments. 

3.  Four  comments  objected  to  the 
phrase  “assuring  the  donor’s  safety  and 
the  sterility  of  the  licensed  Source 
Plasma  (Human)  ’’  appearing  in  the 
preamble  of  the  proposal.  The  comments 
objected  to  the  implication  that  Source 
Plasma  (Human)  must  be  sterile.  The 
comments  stated  that  to  require  sterility 
would  serve  no  useful  purpose  because 
current  regulations  for  the  final  inject¬ 
able  products  prepared  from  Source 
Plasma  (Human)  require  product  steril¬ 
ity.  The  comments  also  asserted  that  the 
container  for  plasma  intended  for  manu¬ 
facturing  into  noninjectable  products 
need  not  be  sterile  or  pyrogen-free  as 
such  properties  are  not  essential  for  such 
product. 

The  proposed  rules  did  not  propose 
nor  do  the  regulations  require  that 
Source  Plasma  (Human)  Itself  be  sterile. 
However,  plasma  should  be  prepared  by 
a  method  that  maximizes  the  likelihood 
of  an  uncontaminated  product,  particu¬ 
larly  for  plasma  intended  for  manu¬ 
facture  into  Injectable  products.  The 
Commissioner  agrees  that  containers  for 
plasma  for  use  in  noninjectable  products 
need  be  neither  sterile  nor  pyrogen-free. 
Although  the  c(xnments  were  directed  to 
a  phrase  in  the  preamble  of  the  proposal, 
they  are  applicable  to  certain  provisions 
of  S  640.68(a)  concerning  sterile  sys¬ 
tems,  and  the  Commissioner  is  revising 
that  provision  to  require  that  the  interior 
surface  of  only  those  containers  used 
for  Source  Plasma  (Human)  Intended 
for  manufacturing  into  Injectable  prod¬ 
ucts,  and  all  transfer  and  administration 
sets  Inserted  into  the  blood  container 
shall  be  sterile,  pyrogen-free,  nontoxlc, 
and  compatible  with  the  contents. 

4.  One  comment  suggested  that  the 
regulations  require  tests  prior  to  plasma¬ 
pheresis  to  determine  the  sensitivity  of 
a  donor’s  red  blood  cells  to  break  down 
(osmotic  fragility)  to  reduce  the  risk  that 
the  cells  will  not  survive  sdter  reinfuslon 
into  the  donor’s  body  (the  cell  viability 
syndrome).  In  addition,  the  comment 
suggested  that  tests  to  determine  the 
amount  of  antihemophilic  factor  and 
other  coagulation  factors  should  be  re¬ 
quired  to  detect  any  coagulation  defi¬ 
ciencies  as  well  as  to  serve  as  Indirect 
indicators  of  freedom  from  liver  de¬ 
ficiencies  (hepatitic  status)  refiected  by 
decreased  protein  synthesis  by  the  liver. 

No  data  were  submitted  with  the  com¬ 
ment  nor  is  the  Conunissioner  aware  of 
any  data  suggesting  that  the  plasma¬ 
pheresis  procedure  subject  donors  to 
physical  and  physio-chemical  stresses  re¬ 
quiring  testing,  as  suggested  by  the  com¬ 
ment.  However,  the  Commissioner  would 
welcome  submission  of  data  to  support 
the  suggested  testing.  In  the  absence  of 
such  data,  the  comment  is  rejected. 

5.  One  comment  stated  that  in  pro¬ 
posed  S  640.60  the  phrase  “stabilized 
against  clotting’’  in  the  definition  of 


Source  Plasma  (Human)  is  unnecessary 
and  should  be  omitted.  Another  comment 
Indicated  that  it  is  not  clear  whether  the 
phrase  refers  to  “human  blood’’  or  “fluid 
portion  of  hiunan  blood.’’  This  comment 
noted  that  in  the  collection  of  plasma 
for  manufacturing  into  some  reagents,  it 
is  necessary  for  a  clot  to  form  to  convert 
the  plasma  to  serum. 

The  Conunissioner  concurs  that  the 
phrase  “stabilized  against  clotting’’  is 
unnecessary  since  the  regulations  under 
§  640.64  currently  provide  that  the  anti¬ 
coagulant  be  present  in  the  blood  con¬ 
tainer  into  which  the  blood  is  collected. 
Accordingly,  the  phrase  is  deleted  from 
S  640.60  in  the  final  regulations. 

6.  The  present  regulations  in  S  640.63 
(b)  require  that  the  donor  shall  be  ex¬ 
amined  by  a  licensed  physician  on  the 
day  of  the  first  donation  or  no  more  than 
1  week  before  the  first  donation.  How¬ 
ever,  it  has  come  to  the  attention  of  the 
Commissioner  that  donors  who  are  re¬ 
ceiving  immunization  injections,  e  g.,  D 
positive  red  blood  cells,  for  the  produc¬ 
tion  of  high  titer  serum  are  often  in¬ 
jected  with  the  antigen  a  week  or  more 
before  the  first  donation.  Consequently, 
such  donors  may  not  receive  the  physi¬ 
cal  examination  before  the  first  immuni¬ 
zation. 

'The  Commissioner  concludes  that  it 
is  in  the  Interest  of  the  health  of  such 
donors  that  the  initial  medical  examina¬ 
tion  be  performed  before  the  injection 
procedure  has  begun.  Accordingly,  the 
Commissioner  is  amending  §  640.63  in  the 
final  regulations  to  require  that  (1)  the 
initial  medical  examination  of  a  donor 
who  is  to  be  immunized  must  be  per¬ 
formed  within  1  week  before  the  first 
immunization  injection,  and  (2)  the 
medical  examination  for  plasmaphereses 
need  not  be  repeated  if  the  first  donation 
occurs  within  21  days  after  tlie  first 
injection. 

7.  One  comment  suggested  that  pro¬ 
posed  9  640.63(e),  which  prohibits  a 
donor  from  being  plasmapheresed  for  8 
weeks  if  the  red  blood  cells  have  not 
been  returned,  be  expanded  to  Include 
Individuals  who  have  given  a  unit  of 
whole  blood.  'Two  other  comments  sug¬ 
gested  that  the  8 -week  waiting  period  is 
too  restrictive  and  that  plasmapheresis 
should  be  permitted  whenever  the  hemo¬ 
globin  or  hematocrit  value  meets  pre¬ 
scribed  levels. 

’The  Commissioner  agrees  that  the  loss 
of  red  blood  cells  to  the  donor  will  have 
the  same  effect  whether  the  loss  results 
from  the  donation  of  whole  blood  or  from 
failure  to  return  the  red  blood  cells  to 
a  plasmapheresis  donor.  Accordingly,  the 
same  8 -week  waiting  period  required  by 
§  640.3(b)  (21  CFR  640.3(b) )  should  ap¬ 
ply  to  both  types  of  donors,  and  §  640.63 
(e)  is  amend^  in  the  final  regulations 
to  prohibit  plasmapheresis  of  a  donor 
who  has  been  a  whole  blood  donor  within 
the  8-week  period,  unless  the  donor  has 
been  examined  by  a  qualified  licensed 
physician  and  certified  by  the  physician 
to  be  acceptable  prior  to  8  weeks. 

The  Commissioner  disagrees  with  the 
two  comments  suggesting  that  plasma¬ 
pheresis  should  be  permitted  after  a  loss 
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of  red  blood  cells  so  long  as  the  donor’s 
hnnoglobin  or  hematocrit  value  meets 
prescribed  levels,  regardless  of  the 
elapsed  time.  The  respondents  apparently 
do  not  consider  that  such  donors  may 
again  not  receive  their  red  blood  cdls, 
in  which  case  they  may  lose  the  equiva¬ 
lent  of  two  units  of  whole  blood  (1.000 
milliliters)  within  a  48-hour  period.  Such 
a  loss  of  whole  blood  could  result  in  a 
depletion  of  iron  reserves  and  may  en¬ 
danger  a  donor’s  health.  The  waiting 
period  is  necessary  to  allow  the  donor’s 
hanatocrit  value  and  iron  stores  to  re¬ 
turn  to  levels  which  are  normal  for  each 
donor  regardless  of  whether  that  donor’s 
hematocrit  or  hemoglobin  value  meets 
the  genaally  acceptable  level  established 
by  the  Source  Plasma  (Human)  regula¬ 
tions.  Accordingly,  the  comments  are 
rejected. 

8.  One  comment  recommended  that  in 
proposed  S§  640.64  and  640.68  the  term 
“non-pyrogrenlc”  be  substituted  for  the 
term  “P3rrogen-free.'’  The  comment 
stated  that  the  term  “non-pyrogenlc”  is 
more  scientifically  accurate  than  “pyro¬ 
gen-free.” 

The  Commissioner  rejects  the  sugges¬ 
tion  that  one  term  is  more  scioitilicsdly 
accurate  than  the  other  since  both  terms 
indicate  that  the  tested  material  does  not 
contain  pyrogens  as  determined  by  the 
test  method  used.  In  addition,  since  many 
existing  biologic  regidatlons  use  the  term 
“pyrogen-free.”  it  is  logical  and  consist¬ 
ent  to  use  the  same  term  throughout  the 
biologies  regulations.  Accordingly,  the 
comment  is  rejected. 

9.  Seven  comments  objected  to  the 
provision  in  proposed  S  640.64(c)  that  an 
amendment  of  the  product  license  must 
be  obtained  for  use  of  an  anticoagulant 
solution  formula  differing  from  that 
specified  in  the  regulations,  when  the 
plasma  is  intended  for  manufacture  of 
a  noninjectable  product.  It  was  suggested 
that  written  approval  from  the  Director, 
Bureau  of  Biologies,  rather  than  amend¬ 
ment  of  the  product  license,  would  be 
sufiBcient  and  would  save  time. 

The  Commissioner  advises  that  writ¬ 
ten  approval  by  the  Director  constitutes 
an  amendment  of  the  product  license. 
The  time  required  for  approval  depends 
on  the  complexity  and  completeness  of 
submitted  information  and  not  on  any 
internal  differences  in  the  processing  of 
such  requests.  Accordingly,  the  comments 
are  rejected. 

10.  One  comment  suggested  that  in 
S  640.64(c)  (1)  the  name  “Anticoagulant 
Acid  Citrate  Dextrose  Solution”  should 
be  changed  to  be  consistent  with  that  of 
the  U.8.  Pharmacopeia  XIX.  “Anticoagu¬ 
lant  Citrate  Dextrose  Solution.” 

Tlie  Commissioner  accepts  the  com¬ 
ment  and  9  640.64(c)  is  amended  in  the 
final  regulations  to  adopt  the  change. 
For  consistency  in  the  biologies  regula¬ 
tions,  the  Commissioner  is  also  amending 
99  640.4(d)  (1)  and  640.7(a)(1)  (i)  to  re¬ 
flect  this  name  change.  The  paroithetl- 
cal  abbreviation  ”ACT>”  remains  un¬ 
changed  since  it  is  also  the  correct  ab¬ 
breviation  for  the  USP  name  for  the 
anticoagulant. 


11.  Tw'o  comments  objected  to  the  ref¬ 
erence  in  proposed  9  640.65(b)  to  both 
“plasma”  and  “serum”  as  the  material 
used  in  performing  the  quantitative  test¬ 
ing  for  serum  proteins  or  immunoglobu¬ 
lins.  The  comment  indicated  that  the  test 
is  performed  on  serum  only. 

The  Commissioner  advises  that  some 
blood  establishments  are  satisfactorily 
using  plasma  for  the  quantitative  test  for 
proteins  or  immunoglobulins.  According¬ 
ly,  the  comment  is  rejected.  However,  the 
Commissioner  is  amending  9  640.65  (b)  to 
specify  that  protein  determinations  may 
be  performed  on  either  plasma  or  serum. 

12.  One  comment  objected  to  the  re¬ 
striction  in  proposed  9  640.65(b)  (1)  that 
the  quantitative  tests  for  serum  proteins 
or  immunoglobulins  be  conducted  by  the 
electrophoresis  or  immunodiffusion  tests 
only.  The  comment  stated  that  other  ac-  ‘ 
ceptable  tests,  such  as  quantitative  ne¬ 
phelometric  measmements,  shoiild  be 
permitted. 

The  Commissioner  agrees  that  any 
quantitative  test  for  determining  serum 
proteins  or  immunoglobulins  should  be 
permitted,  if  the  test  is  equivalent  to  the 
electroi^oresis  or  immunodiffusion  tests. 
Accordingly,  the  final  regulation  is 
amended  in  9  640.65(b)  (1)  (i)  to  permit 
use  of  such  t^ts. 

13.  One  comment  questioned  the  value 
in  proposed  9  640.65(b)(1)  of  the  quan¬ 
titative  test  for  serum  proteins  or  im- 
mimoglobulins,  which  is  required  to  be 
performed  every  4  months.  It  was  sug¬ 
gested  that  the  total  serum  protein  test, 
which  is  conducted  each  time  a  donor  is 
plasmapheresed,  would  adequately  pro¬ 
tect  donors  if  an  upper  limit  were  estab¬ 
lished  for  an  acceptable  total  serum 
protein  level.  However,  the  comment  pro¬ 
vided  no  suggested  upper  limit  or  data  to 
support  deletion  of  the  periodic  quanti¬ 
tative  test  for  serium  proteins  or  im¬ 
munoglobulins  test  requirements.  An¬ 
other  comment  indicated  that  a  quanti¬ 
tative  test  for  serum  immunoglobulins  is 
necessary  to  protect  the  donor's  health, 
thereby  supporting  the  proposed  regula¬ 
tion.  The  respondent  submitted  data 
from  clinical  studies  reflecting  that 
donors  with  stable  total  serum  protein 
levels  may,  nevertheless,  have  marked 
variations  in  their  gamma  globulin 
composition. 

The  Commissioner  advises  that  avail¬ 
able  data  support  continued  requiremmt 
of  a  quantitative  test  for  serum  proteins 
or  immunoglobulins.  Accordingly,  the 
comment  suggesting  elimination  of  such 
testing  is  rejected. 

14.  Six  comments  objected  to  the  re¬ 
quirement  in  proposed  9  640.65(b)(1) 
that  the  total  protein  deiermlnaticm  be 
performed  by  a  chemical  assay  method. 
It  was  stiggested  that  determination  of 
total  protein  by  use  of  a  refractometer 
is  as  good  as,  if  not  better  than,  the 
chemical  assay  method. 

The  Commissioner  recognizes  that  the 
total  protein  determination  can  be  ade¬ 
quately  obtained  by  both  a  refractometer 
or  the  diemlcal  assay  method.  Accord¬ 
ingly.  the  requirement  that  only  a  ch^- 
Ical  assay  method  be  used  for  the  total 


protein  determination  is  deleted  from  the 
final  regulations. 

15.  One  comment  concerning  proposed 
9  640.65(b)  (1)  presented  data  to  illus¬ 
trate  that  the  total  protein  levels  of 
serum,  collected  in  microhematocrit 
capillary  tubes  prior  to  plasmapheresis, 
averages  0.4  gram  per  100  miUUiters  more 
than  those  levels  of  serum  collected  from 
venous  blood  following  removal  of  the 
final  unit  of  blood.  For  this  reason,  it  was 
suggested  that  either  the  total  protein 
value  prescribed  in  9  640.65(b).  which 
is  normally  determined  on  a  sample  of 
serum  collected  after  withdrawing  the 
first  iinit  of  blood  from  the  donor,  be 
lowered  from  6.0  to  5.5  grams  per  100 
milliliters  of  serum,  or  that  the  total  pro¬ 
tein  value  prescribed  in  9  640.63(c)(5), 
which  is  normally  determined  cm  a  sam¬ 
ple  of  plasma  collected  before  withdraw¬ 
ing  a  imit  of  blood,  be  raised  from  6.0 
to  6.2  grams  per  100  milliliters  of  serum. 

The  Commissioner  is  aware  that  total 
protein  levels  may  be  slightly  higher  for 
plasma  samples  taken  before  withdraw¬ 
ing  a  imit  of  blood  compared  with  the 
levels  determined  for  serum  samples 
taken  after  withdrawing  a  unit  of  blood. 
However,  these  differences  may  be  due 
to  physiologic  factors,  such  as  the  rate 
of  movement  of  albumin  from  the  extra- 
vascular  to  the  intravascular  spaces,- 
which  is  not  significant  in  determining 
acceptability  of  a  donor.  Since  the  data 
presented  provide  no  information  on  the 
reasons  for  the  variation  in  total  pro¬ 
tein  levels,  and  in  view  of  the  extensive 
satisfactory  experience  with  donor  safety 
resulting  from  use  of  the  presently  re¬ 
quired  6.0  grams  minimum  level  of  total 
serum  protein  per  100  milliliters  of  senim 
the  Commissioner  finds  no  reason  for 
revising  the  regulations  as  proposed  by 
the  comment.  Accordingly,  the  comment 
is  rejected. 

16.  One  comment  concerning  proposed 
9  640.65(b)(1)  stated  that  there  are 
occasions  when  a  donor’s  serum  is  found 
to  be  reactive  due  to  a  biologic  false¬ 
positive  result  from  a  nonspecific  sero¬ 
logic  test  for  syphilis  performed  by  the 
plasmapheresis  facility.  However,  the 
donor’s  serum  may  subsequently  be  found 
nonreactive  by  a  more  specific  test  per¬ 
formed  by  a  state  or  local  health  agency 
or  other  laboratory  that  possesses  the 
equipment  and  expertise  for  specific 
testing  for  syphilis.  TTie  comment  noted 
that  such  a  donor  would  be  unjustly  re¬ 
jected  imder  the  present  requirements 
and  suggested  that  provision  be  made  to 
permit  the  iise  of  results  of  a  more  spe¬ 
cific  test  for  syphilis  that  Is  performed  by 
a  qualified  testing  facility  other  than  the 
plasmapheresis  center. 

The  Commissioner  agrees  that  results 
of  a  more  q?eciflc  test  for  syphilis  that 
is  performed  by  a  qualified  laboratory 
may  be  used  to  determine  acceptability  of 
a  demor.  Accordingly,  new  paragraph  (b) 
(2)  (ill)  is  added  to  9  640.65  to  provide 
for  plasmapheresis  of  a  donor  found 
serologically  reactive  by  a  biologic  false¬ 
positive  test  result  for  syphilis  provided 
that  no  underljrlng  disorder  has  caused 
the  reactive  result  and  such  information 
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Is  docxunented  In  the  donor’s  file  at  the 
plasmapheresis  center. 

17.  Six  comments  concerning  proposed 
!  640.65(b)  (1)  stated  that  manufactur¬ 
ers  of  positive  control  serum  used  In  per¬ 
forming  the  serologic  test  for  ssn^illls 
will  be  tmable  to  obtain  adequate  ma¬ 
terial  for  production  of  this  necessary 
control  reagent  since  a  donor  with  a  re¬ 
active  serologic  test  for  83q)hilis  may  not 
be  plasmapheresed.  Another  comment 
questioned  the  necessity  of  excluding  re¬ 
active  donors  because  the  noninfectivity 
of  such  plasma  when  used  for  manufac¬ 
turing  purposes  has  been  well  established. 

The  Commissioner  recognizes  the  im¬ 
portance  of  maintaining  an  adequate 
supply  of  source  material  for  preparation 
of  positive  control  reagents  for  use  in  per¬ 
forming  the  serologic  test  for  syphilis. 
Since  the  source  material  for  such  con¬ 
trol  reagents  can  be  obtained  only  from 
donors  with  a  reactive  serological  test  for 
syphilis,  the  Commissioner  agrees  with 
the  comment  suggesting  that  provisions 
should  be  made  in  the  regulations  for 
collecting  plasma  from  such  donors. 
However,  the  Commissioner  believes  that 
syphilitic  persons  must  not  be  exploited 
and  that  it  is  the  obligation  of  the  FDA 
to  assure  that  its  regxilations  do  not  sanc¬ 
tion  continued  illness  of  any  person.  The 
Commissioner  is  aware  that  such  plasma 
is  nonlnfectious  when  used  for  other 
manufacturing  uses.  However,  he  has 
concluded  that  prohibiting  use  of  plasma 
from  a  donor  with  a  positive  serological 
test  for  S3q>hilis,  except  to  obtain  control 
reagents,  is  a  necessary  and  proper  ele¬ 
ment  of  donor  protection.  Accordingly, 
new  paragraph  (b)  (2)  (iv)  is  added  to 
S  640.65  in  the  final  regulations  to  permit 
the  plasmapheresis  of  a  donor  with  a  re¬ 
active  serologic  test  for  syphilis  only  to 
obtain  plasma  to  be  used  for  further 
manufacture  into  control  senun  for  the 
serological  test  for  ssrphllis,  provided  the 
plasmapheresis  center  has  documenta¬ 
tion  in  the  donor’s  file  that  treatment 
has  been  initiated  for  syphilis  and  that 
continuance  in  the  plasmapheresis  pro¬ 
gram  will  not  interfere  with  or  jeopardize 
the  treatment.  In  addition,  S  640.70(a) 
(8)  (redesignated  from  proposed  8  640.69 
(e))  requires  appropriate  labeling  for 
such  tdasma,  and  new  8  640.72(a)  (5)  is 
added  to  require  that  distribution  records 
Indicate  by  niimber  those  plasma  units 
found  reactive  to  a  serological  test  for 
syphilis. 

18.  One  comment  suggested  that  the 
serological  test  for  syphilis  in  proposed 
8  640.65(b)  (1)  should  be  conducted  at 
each  plasmapheresis  session  rather  than 
at  4-month  intervals,  as  presently 
required. 

The  Commissioner  advises  that  the  4- 
month  test  for  syphilis  is  designed  pri¬ 
marily  to  identify  the  disease  in  donors 
and  to  ensure  treatment  before  a  donor 
is  seriously  affected.  Indeed,  many  States 
require  referral  of  such  individuals  to  the 
State  health  authorities  for  treatment. 
Moreover,  since  the  disease-causing  spi¬ 
rochetes  are  destroyed  during  processing 
of  the  plasma,  more  frequent  testing  will 
not  increase  assurances  of  the  safety  of 
the  final  product.  The  respondent  sub¬ 


mitted  no  data  nor  is  the  Commissioner 
aware  of  any  data  to  support  a  change 
in  this  requirement.  Accordingly,  the 
comment  Is  rejected. 

19.  Three  comments  concerning  pro¬ 
posed  8  640.65(b)  (2)  suggested  that  a 
provision  be  included  in  the  regulations  to 
apply  to  a  situation  in  which  a  repeat 
donor  does  not  appear  within  the  4- 
month  period,  but  does  appear  shortly 
thereafter.  For  such  a  donor  a  sample 
of  blood  could  not  be  collected  for  the 
required  4-month  tests,  and  the  physi¬ 
cian  would  not  have  a  cxurent  serum 
protein  or  immunoglobulin  test  result  to 
review.  ConsequenUy,  the  donor  would 
not  be  able  to  be  immediately  plasma¬ 
pheresed  but  rather  would  have  to  be 
processed  as  a  new  donor  in  accordance 
with  8  640.63.  The  comment  suggested 
that  the  regulaticms  should  permit  the 
plasmapheresis  center  to  collect  the  4- 
month  sample  and  continue  plasma¬ 
pheresis  of  the  donor.  TTie  review  of  the 
results  of  the  4-month  tests  would  be 
made  within  21  days,  and  together  with 
the  physician’s  review  of  the  donor’s  rec¬ 
ords,  a  decision  would  be  made  as  to 
whether  or  not  the  donor  could  continue 
on  the  program. 

The  Commissioner  recognizes  that  the 
pleismapheresis  center  can  only  request 
that  the  donor  return  for  the  4-month 
tests  and  has  no  control  over  the  reliabil¬ 
ity  of  the  donor  to  retvun  for  such  tests. 
For  this  reason,  the  Commissioner  ac¬ 
cepts  the  suggestion  that  the  regulations 
be  amended  to  permit  the  plasmapheresis 
center  to  collect  the  sample  for  the  4- 
month  testing  and  continue  plasma¬ 
pheresis  of  a  donor  who  returns  shortly 
after  the  4-month  period.  To  protect  the 
donor,  the  physician  on  the  plasma¬ 
pheresis  center’s  premises  must  approve 
the  return  of  the  donor  to  the  plasma¬ 
pheresis  program  before  plasmapheresis 
is  begim.  The  Commissioner  concludes, 
however,  that  a  donor  from  whom  the 
plasmapheresis  center  is  unable  to  ob¬ 
tain  a  sample  for  testing  for  a  period  ex¬ 
ceeding  6  months  must  be  processed  as  a 
new  donor  before  returning  to  the  plas¬ 
mapheresis  program. 

Accordingly,  new  paragraph  (b)  (1)  (il) 
and  (ill)  is  added  to  8  640.65  of  the  final 
regulations  to  provide  exceptions  to  the 
4-month  testing  and  record  review  re¬ 
quirements.  The  new  provision  also  in¬ 
cludes  a  maximum  period  of  6  months  in 
which  the  donor  may  be  absent  from  the 
program  and  then  reinstated  without  be¬ 
ing  considered  as  a  new  donor. 

20.  Four  comments  concerning  pro¬ 
posed  8  640.65(b)(2)  questioned  the 
necessity  of  a  tracing  of  the  serum  pro¬ 
tein  electrophoretic  pattern  if  the  cal¬ 
culated  value  of  each  component  is  avail¬ 
able.  The  comments  indicated  that  such 
a  requirement  would  exclude  the  use  of 
more  sophisticated  instruments  that 
quantitate  serum  proteins  but  do  not 
provide  tracings. 

The  Commissioner  concurs  with  the 
comments  since  it  is  not  his  intwtlon  to 
prevent  the  use  of  new  equipment  or 
techniques  that  produce  results  at  least 
equivalent  to  existing  permitted  equip¬ 
ment  or  techniques.  Accordingly,  8  640.65 


(b)(2)(i)  of  the  final  regulations  re¬ 
quires  that  the  results  of  the  tests  in¬ 
clude  tracings,  if  any,  of  the  plasma  or 
serum  electrophoresis  pattern.  Tracings 
are  not  required  if  the  instruments  used 
for  the  tests  quantitate  the  plasma  or 
serum  proteins  but  do  not  provide  trac¬ 
ings. 

21.  Two  comments  concerning  8  640.65 
(b)  (6)  of  the  regulations  indicated  that 
the  volume  of  blood  permitted  to  be 
withdrawn  from  a  donor  is  excessive. 

In  the  preamble  of  the  Source  Plasma 
(Hxunan)  regulations  published  in  the 
Fedekal  Register  of  July  20,  1973  (38 
FR  19362),  the  Commissioner  established 
the  volume  of  blood  permitted  to  be 
withdrawn  from  a  donor.  This  level  was 
based  upon  data  available  at  that  time 
and  upon  discussions  with  an  advisory 
committee  concerned  with  safeguards  for 
plasma  donors.  The  respondents  sub¬ 
mitted  no  new  data,  nor  is  the  Commis¬ 
sioner  aware  of  any  data,  to  support  a  re¬ 
duction  of  the  volume  of  blood  currently 
permitted  to  be  withdrawn  fnxn  a  donor. 
Accordingly,  the  comments  are  rejected. 
However,  the  Commissioner  will  propose 
to  reduce  the  currently  permitted  volume 
of  blood  to  be  withdrawn  from  a  donor 
in  the  event  that  data  become  available 
to  support  such  a  proposal. 

22.  One  comment  requested  clarifica¬ 
tion  of  the  phrase  in  8  640.65(b)  (6) .  "at 
one  time.” 

The  Conunissloner  advises  that  the 
phrase  refers  to  the  volume  of  blood  col¬ 
lected  lnto«a  single  container. 

23.  Seven  comments  objected  to  the 
requirement  in  8  640.66  that  immunizing 
agents  must  be  either  licensed  or  ap¬ 
proved  by  the  Director  of  the  Bureau  of 
Biologies. 

The  Commissioner  considers  licensure 
and  approval  of  immunizing  agents  nec¬ 
essary  to  assure  the  safety  of  the  donor 
and  recipient  of  the  immunizing  agent.  It 
should  be  noted  that  approval  of  a  Source 
Plasma  (Hiunan)  license  application  de¬ 
scribing  procedures  for  obtaining  and 
transfusing  red  blood  cells  intended  for 
immunization  constitutes  approval  of  the 
red  Mood  ceBs  as  iaununogens  pursuant 
to  8  640.66.  Accordingly,  the  comments 
are  rejected. 

24.  One  comment  suggested  that 
reference  to  "Normal  Saline”  in  proposed 
8  640.68(a)  should  be  replac^  with 
"Sodlmn  CTilorlde  Injection,  USP,”  the 
official  terminology  of  the  United  States 
Pharmacopeia. 

The  Commissioner  agrees,  and  the 
final  regulation  is  so  amended. 

25.  One  comment  concerning  proposed 
8  640.68(a)  requested  that  an  apprc^rl- 
ate  method  for  the  pyrogeniclty  testing 
of  admlnistraticm  and  transfer  sets  be  in¬ 
cluded  in  the  regulations. 

The  Commissioner  concludes  that  it  is 
unnecessary  to  include  such  procedures 
in  the  regulations  governing  Source 
Plasma  (Human) .  Such  testing  is  the  re¬ 
sponsibility  of  the  manufacturer  of  the 
sets  and  must  be  performed  in  compli¬ 
ance  with  the  test  procedures  prescribed 
in  the  UB.  Pharmacopeia. 

26.  Three  comments  suggested  that 
the  regulatl<ms  in  proposed  I  640.69(a) 
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should  permit  the  pooling  of  plasma  that 
is  from  different  donors  and  is  intended 
for  manufacture  into  noninjectaUe 
products  (mly  after  the  plasma  is  re¬ 
moved  from  the  red  blood  cells  and  the 
red  blood  cell  container  is  sealed. 

Hie  Commissioner  agrees  that  the  reg¬ 
ulations  should  specify  that  the  pooling 
of  plasma  that  is  from  different  donors 
and  is  intended  for  manufacture  into 
noninjectable  products  must  be  per¬ 
formed  in  a  manner  that  will  eliminate 
the  possibility  of  cross-contamination 
of  one  donor’s  red  blood  cells  with  the 
plasma  of  another  donor.  Accordingly, 
a  new  paragraph  (a)  (2)  is  added  to 
S  640.69  in  the  final  regulaticms  to  pro¬ 
vide  that  plasma  from  one  donor  may 
be  pooled  with  plasma  from  another 
donor,  provided  that  the  plasma  from 
each  donor  is  first  separated  from  the 
red  blood  oeUs  and  the  red  blood  cell 
container  is  sealed. 

27.  Seven  comments  concerning  pro¬ 
posed  i  640.69(a)  suggested  that  the 
pooling  of  plasma  from  two  or  mmo 
donors  should  be  permitted  without  re¬ 
quiring  prior  written  approval  from  the 
Director  cff  the  Bureau  of  Biologies. 

Since  the  regulations  are  now  revised 
to  permit  pooling  only  under  prescribed 
conditions  that  assure  safe^  of  the 
donor,  provision  for  prior  approval  is  no 
longer  necessary.  Accordingly,  this  re¬ 
quirement  is  deleted  from  S  640.69(a)  of 
the  final  regulations. 

28.  TTuee  comments  obj^ted  to  the 
requirement  in  proposed  (  640.69(b)  that 
Source  Plasma  (Human)  be  stored  at  a 
temperature  below  —20*  C.  It  was  sug¬ 
gested  that  the  storage  temperature  ap¬ 
propriate  for  the  final  product  to  be  pre¬ 
paid  from  the  plasma  should  be 
permitted. 

The  Commissioner  agrees  that  Source 
Plasma  (Human)  Intended  for  manu¬ 
facture  into  noninjectable  products  may 
be  stored  at  a  temperature  warmer  than 
—20*  C  if  such  temperature  is  appro¬ 
priate  for  the  intended  final  product. 
Section  640.69(b)  is  amended  accord- 
Inedy  with  the  provision  that  such  tem¬ 
peratures  are  Included  in  the  license 
Implication  of  the  Source  Plasma 
(Human)  manufacturer.  However,  the, 
CcHnmlssioner  advises  that  Source 
nasma  (Human)  intended  for  manufac¬ 
ture  into  Injectable  products  must  be 
stored  at  a  temperature  of  —20*  C  or 
colder.  Such  storage  temperature  is  nec¬ 
essary  to  assure  preservation  of  labile 
factors,  such  as  antihemophilic  factor. 
In  additiCMi,  this  storage  temperature  is 
desirable  for  minimising  bacterial  growth 
If  there  is  any  Inadvertent  contamination 
ot  the  plasma  during  processing. 

29.  One  comment  suggested  that  pro¬ 
visions  be  made  in  proposed  S  640.69(b) 
for  storage  of  idasma  at  —5*  C  immedi¬ 
ately  after  separation  from  the  red  blood 
cdls  and  transfer  to  —20*  C  storage  when 
t»wt  plasma  is  frosen.  Die  comment 
frtatH  that  this  procedure  would  reduce 
ttw  fiuetaatloiiB  in  temperature  of  the 
—20*  C  freeser  that  result  from  frequmt 
ofifaiiny  of  the  door  to  add  plasma  to  the 

.  freeaer. 


The  Ck>mmi8sioner  advises  that  the 
idasma  should  be  frosen  as  quickly  as 
possible.  Many  establishments  employ  a 
rapid  f  re«dng  method  of  dry  ice  and  al- 
colKd  to  freeze  the  plasma  initially  and 
then  place  a  number  of  the  quick-frozen 
plasma  units  into  the  —20*  C  freezer. 
This  method  reduces  the  number  of  times 
needed  to  open  the  —20*  C  freezer.  The 
respondent’s  proposed  initial  storage  of 
plasma  at  —5*  C  will  not  freeze  the 
plasma  as  quickly  as  —20*  C  storage  or 
the  rapid  freezing  method  of  dry  ice  and 
alcohol.  Accordingly,  the  comment  is  re¬ 
jected,  and  no  change  is  made  in  the  final 
regvilation. 

30.  Two  commoits  suggested  that  the 
requirement  in  proposed  i  640.69(c)  that 
each  unit  of  Source  Plasma  (Human) 
Intended  for  manufacturing  into  injec¬ 
table  products  be  Inspected  for  thawing 
before  issuing  is  unnecessary.  The  com¬ 
ments  stated  that  if  continuous  moni¬ 
toring  of  the  freezer  indicated  that  the 
temperature  remained  at  —20*  C  or 
colder,  such  freezer  temperature  records 
would  be  sufiBkiient  evidence  that  the 
plasma  had  remained  at  the  proper 
t^perature. 

The  Cmnmissioner  agrees  that  con¬ 
tinuous  monitoring  of  the  freezer  tem¬ 
perature  provides  adequate  assurance 
that  the  plasma  has  ronained  frozen 
throughout  the  storage  period.  Accord¬ 
ingly,  S  640.69(c)  is  amended  in  the  final 
regulations  to  exempt  manufacturers 
from  the  requirement  of  examining  each 
unit  of  plasma  for  evidence  of  thawing, 
provided  that  adequate  temperature 
monitoring  is  maintained  and  docu¬ 
mented  by  the  appropriate  records. 

31.  To  be  consistent  with  the  orga¬ 
nization  and  format  of  other  biologic 
regulations,  the  Commissioner  has  re¬ 
designated  paragraph  (e)  of  S  640.69  as 
9  640.70  Labeling;  paragraph  (f)  of 
9  640.69  as  9  640.71  Manufacturing  re¬ 
sponsibility;  paragraph  (g)  of  9  640.69  as 
9  640.72  Records;  paragraph  (h)  of 
9  640.69  as  9  640.73  Reporting  of  fatal 
donor  reactions;  9  640.70  Modifications 
of  Source  Plasma  (.Human)  as  9  640.74 
Modifications  of  Source  Plasma 
(Human) ;  and  9  640.71  Alternate  proce¬ 
dures  as  9  640.75  Alternate  procedures. 
These  revisions  do  not  alter  the  sub¬ 
stance  of  the  regulations,  but  serve  to 
divide  them  into  more  manageable  sec¬ 
tion  headings  for  easier  reference. 

32.  Six  comments  suggested  that  the 
required  labti  statements  “For  Reagents 
Only”  and  “Caution:  For  Use  in  Manu¬ 
facturing  Products  Not  Intended  For  In¬ 
jection”  in  proposed  9  640.69(e)  (1)  and 
(5)  are  duplicative  and  that  one  of  the 
statonents  should  be  deleted.  Five 
of  six  comments  favored  retaining 
the  statement  “Caution:  For  Use  In 
Manufacturing  Products  Not  Intraded 
For  Injection”  since  this  would  enable 
manufacturers  to  use  a  “strip  labd”  to 

distinguish  between  the  two  uses  of  the 
plasma,  thus  eliminating  the  expense  and 
multiplicity  of  labels  and  reducing  the 
chance  cl  labeling  mixups. 

TTie  Commissioner  agrees  that  having 
the  two  statemoits  is  redundant.  Inas¬ 


much  as  Source  Plasma  (Human)  is  a 
product  with  two  distinct  uses,  the  Com¬ 
missioner  believes  that  information  re¬ 
garding  the  use  of  the  plasma  assmnes 
new  importance  and  should  be  in  a  prom¬ 
inent  position  on  the  label  and  should 
be  in  large  type.  For  this  reason,  the 
Commissioner  has  determined  that 
Source  Plasma  (Human)  intended  for 
further  manufacture  into  noninjectable 
products  shall  bear  the  statement,  which 
may  be  in  the  form  of  a  strip  label.  “Cau¬ 
tion:  For  Use  In  Manufacturing  Non¬ 
injectable  Products  Only”  following  the 
proper  name  of  the  product.  The  state¬ 
ments  proposed  in  9  640.69(e)  (1)  and  (5) 
are  no  longer  needed.  This  new  required 
labd  statement  is  Incorporated  into 
9 ,640.70(a)  (2)  of  the  fiiud  regulations. 

33.  The  Commissioner  is  revising  pro¬ 
posed  9  640.69(e)  (3)  (redesignated  as 
9  640.70(a)  (5) )  to  permit  the  use  of  the 
donor  number  or  bleed  number  or  both  on 
the  label  of  each  unit  of  Source  Plasma 
(Human) .  Inspections  of  Source  Plasma 
(Human)  manufacturing  establislmumts 
by  the  FDA  have  revealed  that  the  bleed 
number  may  provide  more  exact  iden¬ 
tification  of  a  unit  of  plasma  than  the 
donor  number.  If  a  donor  gives  4  single 
units  of  plasma  each  week,  the  same 
donor  number  may  appear  <m  each  unit 
oi  plasma.  However,  a  new  bleed  num¬ 
ber  is  assigned  to  the  plasma  from  a 
donor  each  time  the  donor  is  plasma- 
I^eresed,  and  the  numter  may  provide 
a  better  means  of  identifying  a  unit  of 
plasma. 

34.  One  comment  requested  that  pro¬ 
posed  9  640.69(e)  (3)  (redesignated 
9  640.70(a)  (5) )  be  revised  to  permit  the 
use  of  a  pool  number  in  lieu  of  individual 
donor  or  bleed  numbers  (m  the  label  of 
plasma  that  has  been  pooled  from  two  or 
more  donors,  provided  the  plasmaphere¬ 
sis  center  maintains  records  adequate  for 
tracing  the  blood  product  to  specific 
demors. 

The  CcHnmissioner  concurs  with  this 
request  since  the  processing  records 
maintained  by  the  Source  Plasma 
(Human)  manufacturer  provide  identi¬ 
fication  of  the  individual  plasma  units 
comprising  the  pool.  Accordingly, 
9  640.70(a)  (5)  of  the  final  regulations  is 
amended  to  permit  the  use  of  a  pool 
member  in  place  of  the  donor  or  bleed 
numbers  to  identify  pooled  plasma  from 
two  or  more  donors. 

35.  One  comment  concerning  proposed 
9  640.69(e)  (4)  (redesignated  as  9  640.70 
(a)  (6) )  suggested  that  plasma  that  has 
been  pooled  frexn  two  or  more  donors  be 
labeled  with  the  pooling  date  of  the 
plasma  rather  than  the  collection  date  of 
each  unit.  The  comment  also  proposed 
that  the  records  of  the  Source  Plasma 
(Human)  manufacturer  be  required  to 
indicate  the  collection  date  of  each  unit 
of  plasma. 

The  Oommissimier  recognizes  that  all 
units  ot  plasma  may  not  be  added  to  the 
pool  on  the  same  date,  making  it  diffi¬ 
cult  to  calculate  a  poeding  date  that  Is 
used  f<w  detenninlng  the  age  of  the 
plasma.  To  Nlmlnate  crowding  of  the 
label  with  collection  dates  pooled 


FEDERAL  REGISTER,  VOL.  41,  NO.  SC — FRIDAY,  MARCH  12,  1976 


RULES  AND  REGULATIONS 


10767 


plasma  from  two  or  more  dcmors,  the 
Commissioner  has  revised  {  640.70<a)  (8) 
of  the  final  regulations  to  permit  use  of 
the  collection  date  of  the  oldest  tmit  of 
plasma  in  the  pool  to  be  on  the  plasma 
label,  regardless  of  when  the  plasma  was 
pooled,  provided  that  the  pooling  records 
show  the  collection  date  of  each  \mit 
comprising  the  pool. 

36.  One  comment  interpreted  pro¬ 
posed  S  640.69(e)  (redesignated  as 
S  640.70)  to  require  that  the  label  of 
plasma  intended  for  manufacture  into 
'noninjectable  products  must  identify 
the  specific  product  for  which  that 
plasma  is  intended. 

The  respondent’s  interpretation  is  in¬ 
correct.  Except  for  plasma  for  use  in 
manufacturing  the  positive  ccmtrol 
serum  for  the  serologic  test  for  syphilis, 
the  regulations  do  not  require  that  the 
labeling  of  Source  Plasma  (Human) 
identify  the  final  product  that  is  to  be 
prepared  from  the  plasma.  Rather,  the 
regulations  require  only  that,  when  ap¬ 
plicable,  the  label  state  that  the  plasma 
Is  intended  for  manufacture  into  a  non¬ 
injectable  final  product. 

37.  The  Commissioner  is  amending 
proposed  §  640.69(f)  (redesignated  as 
S  640.71)  to  refiect  the  types  of  facilities 
with  which  testing  arrangements  can  be 
made  by  a  Source  Plasma  (Human)  man¬ 
ufacturer.  The  amendment  concerns 
clarification  of  the  phrase  "Clinical  lab¬ 
oratory  licensed  under  section  353  of  the 
Public  Health  Service  Act.”  In  view  of 
the  fact  that  a  clinical  laboratory  does 
not  necessarily  need  to  be  licensed  un¬ 
der  section  353  of  the  Public  Health  Serv¬ 
ice  Act  to  meet  prescribed  standards,  the 
final  regulation  is  revised  to  include  the 
wording  "a  clinical  laboratory  which 
meets  the  standards  of  the  Clinical  Lab¬ 
oratories  Improvement  Act  of  1967  (42 
U.S.C.  263a).”  Such  clinical  laboratories 
include  not  only  those  licensed  under 
section  353  of  the  Public  Health  Service 
Act,  but  also  those  having  letters  of  ex¬ 
emption  from  licensing  from  the  Center 
for  Disease  Control.  Letters  of  exemp¬ 
tion  are  given  to  clinical  laboratories  ac¬ 
credited  by  the  College  of  American 
Pathologists,  or  permitted  by  New  York 
State.  The  regulation  is  further  revised 
to  include  the  phrase  “provided  the  es¬ 
tablishment  or  clinical  laboratory  is 
qualified  to  perform  the  assigned  test.” 
This  phrase  is  added  because  a  “licensed” 
or  “accredited”  laboratory  may  be  capa¬ 
ble  of  performing  various  categories  of 
test  procedures,  but  may  not  be  qualified 
to  perform  the  specific  assigned  test(s) . 

38.  Three  comments  suggested  that 
proposed  §  640.69(f)  (4)  (ii)  (redesignat¬ 
ed  as  §  640.71(d)  (2) )  be  amended  to 
permit  inspectors  from  the  Center  for 
Disease  Control  to  inspect  off-premises 
testing  procedures  and  facilities. 

The  Commissioner  advises  that  such 
amendment  is  unnecessary.  The  Center 
for  Disease  Control  is  the  government 
agency  charged  with  administering  the 
provisions  of  the  Clinical  Laboratories 
Improvement  Act  of  1967  (42  U.S.C.  263 
a)  and  has  authority  to  Inspect  clinical 
laboratories  that  it  licenses. 


39.  Six  comments  concerning  proposed 
I  640.69(f)  (4)  (iii)  (redesignated  as 
S  640.71  (d)  (3) )  suggested  that  proficien¬ 
cy  testing  programs  from  eith^  the  Cen¬ 
ter  for  Disease  Control  or  the  Bureau  of 
Biologies  should  be  acceptable. 

The  Commissioner  believes  that  It  is 
the  responsibility  of  the  PDA  to  assure 
that  an  establishment  is  capable  of  per¬ 
forming  testing  for  compliance  with  the 
food  and  drug  regulations.  Accordingly, 
the  Commissioner  rejects  the  comment 
and  establishments  are  required  to  con¬ 
tinue  participation  in  the  specially  de¬ 
signed  proficiency  testing  programs  ini¬ 
tiated  by  the  PDA. 

40.  One  comment  concerning  proposed 
$  640.69(g)  (redesignated  as  i  640.72) 
suggested  that  documentation  of  proper 
shipping  temperatures  for  plasma  In¬ 
tended  for  manufacturing  into  nonin¬ 
jectable  products  should  not  be  required 
since,  in  most  instances,  the  shipping 
temperature  would  not  affect  the  final 
product. 

The  Commissioner  concludes  that  due 
to  the  ordinarily  short  shipping  time 
required  for  the  product  and  in  view  of 
the  nature  of  the  product  and  its  in¬ 
tended  use,  documentation  of  shipping 
temperatures  for  plasma  for  noninject¬ 
able  products  is  minecessary.  Accord¬ 
ingly,  the  Commissioner  accepts  the 
comment,  and  S  640.72(a)  (1)  of  the  final 
regulations  requires  that  documenta¬ 
tion  of  shipping  temperatures  be  main¬ 
tained  only  for  plasma  intended  for  man¬ 
ufacturing  into  injectable  products. 

41.  One  comment  concerning  proposed 
!  640.69(g)  (redesignated  as  §  640.72) 
suggested  that  the  reg\ilations  provide 
examples  of  shipping  techniques  that 
assure  compliance  with  the  shipping 
temperature  reqirement.  The  technique 
suggested  was  to  freeze  the  plasma  in  a 
slanted  position  and  then  ship  it  in  an 
upright  position  so  that  any  thawing 
of  plasma  can  be  easily  detected  by  in¬ 
spection. 

The  Commissioner  believes  that  there 
Is  no  need  to  provide  examples  of  techni¬ 
ques  for  assuring  compliance  with  ship¬ 
ping  temperature  requirements  because 
many  techniques,  including  the  one  sug¬ 
gested.  are  well  known  by  blood  estab¬ 
lishments  and  companies  specializing  in 
the  delivery  of  Source  Plasma  (Human). 
Accordingly,  the  comment  Is  rejected, 
and  no  change  is  made  in  the  final 
regulation. 

42.  One  comment  concerning  proposed 
S  640.69(g)  (redesignated  as  S  640.72)  in¬ 
quired  whether  each  negative  test  result 
for  detection  of  the  hepatitis  B  surface 
antigen  and  the  amoimt  or  weight  of 
plasma  withdrawn  from  a  donor  each 
time  miist  be  recorded  on  the  individual 
donor  records.  The  comment  suggested 
that  such  information  is  unnecessary  for 
Individual  donor  records  since  the  same 
Information  is  recorded  and  maintained 
in  the  area  where  the  testing  and  weigh¬ 
ing  are  performed. 

The  Commissioner  agrees  that  this  in¬ 
formation  need  not  be  duplicated.  Ac¬ 
cordingly,  the  final  regulations  are 
amended  in  §  640.72(a)  (2)  to  provide 
that  negative  test  resxilts  for  the  detec¬ 


tion  of  hepatitis  B  surface  antigen  and 
the  volume  or  weight  of  plasma  with¬ 
drawn  from  a  donor  need  not  be  kept 
on  the  individual  donor  record,  provided 
that  such  information  is  maintained 
elsewhere  on  the  premises  of  the  plasma¬ 
pheresis  center  where  the  donor’s  plasma 
is  collected. 

43.  One  comment  concerning  proposed 
S  640.69(g)  (redesignated  as  S  640.72) 
asked  v^ether  the  donor  record  mxist 
Include  a  reaction  occurring  before  the 
actual  plasmapheresing  was  initiated, 
such  as  a  donor  fainting  in  the  waiting 
room  before  being  processed  or  fainting 
when  a  sample  of  blood  is  withdrawn  for 
a  laboratory  test. 

The  Commissioner  advises  that  any 
donor  reaction  observed  while  the  donor 
is  on  the  plasmapheresis  premises  must 
be  noted  in  the  donor’s  record,  whether 
it  occurred  before,  during,  or  after  col¬ 
lection  of  the  plasma.  In  addition,  donor 
reactions  reported  after  the  donor  has 
left  the  premises  and  attributable  to  the 
donor’s  visit  to  the  center  shall  be  re¬ 
corded  on  the  donor’s  record.  ’The  Com¬ 
missioner  concludes  that  such  occur¬ 
rences  are  a  necessary  part  of  the  donor’s 
total  record  to  determine  the  donor’s 
suitability  to  continue  in  the  program. 
Accordingly,  the  final  regulations  are  re¬ 
vised  in  §  640.72(b)  to  require  that  any 
donor  reaction  while  on  the  plasma¬ 
pheresis  premises  or  reported  to  the 
plasmapheresis  center  shall  be  recorded. 

44.  One  comment  concerning  proposed 
§  640.69(g)  (redesignated  as  §  640.72) 
asked  whether  a  record  of  donor  rejec¬ 
tion  was  necessary  for  a  donor  who  is 
obviously  Intoxicated  or  a  donor  who 
returns  to  the  plasmapheresis  center 
before  the  required  time  Interval  be¬ 
tween  donations.  It  was  suggested  that’ 
the  regulation  be  amended  to  require 
that  a  record  of  donor  rejection  be  main¬ 
tained  only  if  the  donor  is  rejected  after 
initiation  of  the  processing  of  the  donor. 

The  Commissioner  advises  that  a  rec¬ 
ord  of  rejection  is  necessary  for  pros¬ 
pective  donors.  The  record  may  provide 
valuable  information  for  the  blood  es- 
taUishment  in  evaluating  the  medical 
history  and  suitability  of  the  donor  for 
plasmapheresis.  Accordingly,  the  com¬ 
ment  is  rejected. 

45.  One  comment  concerning  proposed 
§  640.69(h)  relating  to  tlie  reporting  of 
severe  adverse  reactions  (Incorporated 
into  new  $  640.73)  requested  further 
more  precise  identification  of  reactions 
that  are  considered  reportable.  Two 
other  comments  suggested  that  the  re¬ 
quirement  that  the  Bureau  of  Biologies 
be  notified  immediately  by  telephone  of 
a  severe  adverse  reaction  was  impractical 
due  to  the  time  changes  between  the 
West  and  East  coasts. 

The  proposed  S  640.69  defined  a  severe 
reaction  as  a  clinical  response  that  re¬ 
sults  in  death  or  life-threatening  illness. 
However,  the  Commissioner  recognizes 
that  many  clinical  responses,  if  not  prop¬ 
erly  treated,  could  aggravate  or  develop 
into  a  life-threatening  illness.  Conse¬ 
quently,  the  regulation  could  be  misin¬ 
terpreted  to  mean  that  all  clinical  re¬ 
sponses  must  be  reported.  Since  the 
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Commissioner  is  most  concerned  about 
life-threatening  responses  that  result  In 
death,  to  preclude  ambiguity,  {  640.73  is 
amended  in  the  regulations  to  require 
that  only  fatal  donor  reactions  must  be 
reported  to  the  Bureau  of  Biologies.  All 
other  donor  reactions  must  be  recorded 
in  the  records  of  the  plasmapheresis  cen¬ 
ter  as  required  by  $  640.72(d). 

The  Commissioner  accepts  the  ewn- 
ments  suggesting  that  immediate  notifi¬ 
cation,  by  telephone,  of  a  fatal  reaction 
is  impractical  due  to  the  time  changes 
between  the  East  and  West  coasts.  Sec¬ 
tion  640.73  is  amended  accordingly. 

46.  One  comment  concerning  proposed 
g  640.69 (h>  (incorporated  Into  new 
§  640.73)  inquired  how  the  proposed 
regulations  would  affect  foreign  estab¬ 
lishments  and  suppliers  of  Source  Plasma 
(Human) . 

The  Commissioner  advises  that  the 
regulations  are  applicable  to  all  estab¬ 
lishments,  both  foreign  and  domestic, 
that  Introduce  or  market  Source  Plasma 
(Human)  in  the  United  States. 

47.  Seven  comments  concerning  pro¬ 
posed  §  640.71  (redesignated  as  §  640.75) 
suggested  that  the  Soiu'ce  Plasma  (Hu¬ 
man)  manufacturer  should  not  be  re¬ 
quired  to  obtain  approval  for  an  alter¬ 
nate  procedure  only  at  the  time  of  li¬ 
censing  or  in  the  form  of  an  amendment 
to  the  Source  Plasma  (Human)  product 
license.  The  comments  stated  that 
amendment  of  the  product  license  re¬ 
quires  too  much  time  and  that  written 
approval  from  the  Director  of  the  Bureau 
of  Biologies  should  be  adequate. 

The  Commissioner  advises  that  ap¬ 
proval  by  the  Director  of  the  Bureau  of 
Biologies  of  any  procedure  used  in 
processing  a  licensed  product  consti- 
*  tutes  an  amendment  of  the  product 
license.  The  time  required  for  approval 
depends  upon  the  complexity  and  com¬ 
pleteness  of  submitted  information  and 
not  upon  the  characterlzaton  of  the 
processing  of  such  requests.  Accordingly, 
the  cixnments  are  rejected. 

48.  One  conunent  concerning  proposed 
g  640.71  (redesignated  as  §  640.7ff)  noted 
that  provisions  for  an  alternate  pro¬ 
cedure  applied  only  to  Source  Plasma 
(Human)  intended  for  manufacturing 
Into  noninjectable  products.  The  com¬ 
ment  suggested  that  the  provision  should 
also  apply  to  plasma  for  Injectable  prod¬ 
ucts,  such  as  plasma  from  a  donor  who 
had  recently  recovered  from  herpes 
zoster.  Although  certain  donors  may  not 
meet  all  the  requirraients  of  donor  suit¬ 
ability,  their  plasma  may  be  rare  and 
very  valuable  in  the  production  of  thera¬ 
peutic  agents  that  cannot  be  obtained 
from  plasma  of  another  donor. 

The  Commissioner  concurs  with  the 
suggestion  that  alternate  procedures 
should  apply  to  Source  Plasma  (Human) 
Intended  for  manufacturing  into  both 
Injectable  and  noninjectable  products, 
and  g  640.75  Is  so  amended  in  the  final 
regulations. 

49.  The  Commissioner  Is  adding  new 
g  640.76  to  the  final  regulations  to  re¬ 
quire  that  Source  Plasma  (Human)  tor 
manufacture  Into  Injectable  products 
that  has  been  inadvertently  exposed  to 


temperatures  warmer  than  —20*  C  or 
—5*  C  during  storage  or  shipment,  re¬ 
spectively,  must  be  relabeled  as  “Source 
Plasma  (Hiunan)  Salvaged”  and  appro¬ 
priate  records  made  of  the  cause  of  the 
deviation  and  the  corrections  taken  by 
the  manufacturer.  The  new  section  is 
added  in  response  to  a  niunber  of  in¬ 
quiries  received  by  the  Bureau  of  Bio¬ 
logies  concerning  necessary  action  when 
the  storage  or  shipping  t^peratime  of 
plasma  intended  for  manufactiulng  into 
injectable  products  exceeds  that  specified 
in  the  relations.  In  addition,  a  new 
paragraph  (b)  is  added  to  g  640.70  to 
prescribe  labeling  requirements  for  such 
products. 

50.  The  Commissioner  is  amending 
g  610.53  (21  CFR  610.53  and  g  640.70 
(redesignated  as  g  640.74)  to  correct  the 
references,  as  needed,  to  section  numbers 
that  have  been  redesignated. 

Therefore,  under  the  Public  Health 
Service  Act  (sec.  351,  58  Stat.  702,  as 
amended  (42  U.S.C.  262)  and  under  au¬ 
thority  delegated  to  the  Commissioner 
(21  CFR  2.120) ,  Subchapter  P  of  Chap¬ 
ter  I  of  Title  21  of  the  Code  of  Federal 
Regulations  is  amended  as  follows: 

A.  In  Part  610,  in  g  610.53  by  revising 
the  listing  for  Somce  Plasma  (Human) 
to  read  as  follows : 

§  610.53  Dating  periods  for  specific 
products. 

•  •  •  •  • 

Source  Plasma  In  lieu  of  an  expiration 

Human  date,  the  coUection 

date  shall  iqipear  on 
the  label  as  pre¬ 
scribed  In  g  640.70(a) 
(6)  of  this  chapter. 

•  •  •  •  • 

B.  In  Part  640  as  follows: 

1.  In  g  640.4  by  revising  its  heading 
and  the  heading  of  paragraph  (d)  (1)  to 
read  as  follows: 

§  640.4  Collection  of  blood. 

•  •  •  •  • 

(d)  •  •  • 

(1)  Anticoagulant  citrate  dextrose  so¬ 
lution  (ACD).  •  •  • 

2.  In  g  640.7  by  revising  paragraph  (a) 

( 1 )  (i)  to  read  as  follows : 

§  640.7  Labeling. 

•  •  •  •  • 

(a)  •  •  • 

(!)••• 

(i)  Either  “ACD",  or  “anticoagulant 
citrate  dextrose  solution”, 

•  •  •  •  • 

3.  By  revising  g  640.60  to  read  as  fol¬ 
lows: 

§  640.60  Souree  Plasma  (Human). 

The  proper  name  of  the  product  shall 
be  Source  Plasma  (Human) .  The  prod¬ 
uct  is  defined  as  the  fluid  portion  of  hu¬ 
man  blood  collected  by  plasmapheresis 
and  Intended  as  source  material  for  fur¬ 
ther  manufacturing  use.  The  definition 
excludes  single  donor  plasma  products 
Intended  tor  intravenous  use. 

4.  In  g  640.63  by  revising  paragraph 

(b)  and  adding  new  paragraph  (e)  to 
read  as  follows: 


§  640.63  Suitability  of  donor. 

•  •  •  •  • 

(b)  Initial  medical  examinations.  (1) 
Each  donor  shall  be  examined  by  a  qual¬ 
ified  licensed  physician  on  the  day  of 
the  first  donation  or  no  more  than  1 
week  before  the  first  donation  and  at 
subsequent  intervals  of  no  longer  than 
1  year. 

(2)  If  a  donor  is  to  be  immunized  for 
the  production  of  high  titer  plasma,  the 
initial  medical  examination  shall  be  per¬ 
formed  within  no  more  than  1  week  be¬ 
fore  the  first  immunization  injection. 
The  medical  examination  for  plasma¬ 
pheresis  need  not  be  repeated  if  the  first 
donation  occurs  within  21  days  after  the 
first  injection. 

(3)  Each  donor  shall  be  certified  to  be 
in  good  health  by  the  examining  phy¬ 
sician.  The  certification  of  good  health 
shall  be  on  a  form  supplied  by  the  li¬ 
censed  establishment  and  shall  Indicate 
that  the  certification  applies  to  the 
suitability  of  the  individual  to  be  a  plas¬ 
mapheresis  donor  and,  when  applicable, 
an  immunized  donor. 

•  •  •  •  • 

(e)  Failure  to  return  red  blood  cells. 
Any  donor  who  has  not  had  the  red 
blood  cells  returned  from  a  unit  of 
blood  collected  during  a  plasmapheresis 
procedure  or  who  has  been  a  donor  of  a 
unit  of  whole  blood  shall  not  be  sub¬ 
jected  to  plasmapheresis  for  a  period  of 
8  weeks  unless  the  donor  has  been  exam¬ 
ined  by  a  qualified  licensed  physician 
and  certified  by  the  physician  to  be  ac¬ 
ceptable  for  further  plasmanheresis  be¬ 
fore  expiration  of  the  8-week  period. 

5.  In  g  640.64  by  revising  the  intro¬ 
ductory  text  of  paragraph  (c)  and  the 
heading  of  paragraph  (c)  (1)  to  read  as 
follows: 

§  640.64  Collection  of  blood  for  Source 
Plasma  (Human). 

•  •  •  •  • 

(c)  The  anticoagulant  solution.  The 
anticoagulant  solution  shall  be  sterile 
and  pyrogen-free.  One  of  the  following 
formulas  shall  be  used  in  the  indicated 
volumes,  except  that  a  different  formula 
may  be  used  for  plasma  for  manufacture 
into  noninjectable  products  if  prior  writ¬ 
ten  approval  is  obtained  from  the  Di¬ 
rector  of  the  Bureau  of  Biologies  at  the 
time  of  licensing  or  in  the  form  of  an 
amendment  to  the  Source  Plasma 
(Hiunan)  product  license. 

(1)  Anticoagulant  citrate  dextrose  so¬ 
lution  (ACD) .  •  •  • 

6.  In  g  640.65  by  revising  paragraphs 
(a)  and  (b)  (1)  and  (2)  to  read  as 
follows: 

§  640.65  Plasmapheresis. 

(a)  Procedure-general.  The  plasma¬ 
pheresis  procedure  is  a  procedure  in 
which,  during  a  single  visit  to  the  estab¬ 
lishment,  blood  is  removed  from  a  donor, 
the  plasma  separated  from  the  formed 
elements,  and  at  least  the  red  blood  cells 
returned  to  the  donor.  This  procedure 
shall  be  described  in  detail  in  the  prod¬ 
uct  license  application. 

(b)  •  •  • 
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(1) (1)  A  sample  of  blood  shall  be 
drawn  from  each  d(mor  (m  the  day  of 
the  first  medical  examination  or  plasma¬ 
pheresis  whichever  comes  first  and  at 
least  every  4  months  thereafter  by  a 
qualified  licensed  physician  or  by  persons 
under  his  supervision  and  trained  In  such 
procedure.  A  serologic  test  for  sjrphlUs, 
a  total  plasma  or  serum  protein  deter¬ 
mination.  and  a  plasma  or  serum  protein 
electrophoresis  or  quantitative  Immuno¬ 
diffusion  test  or  an  equivalent  test  to 
determine  immunoglobulin  composition 
of  the  plasma  or  serum  shall  be  per¬ 
formed  on  the  sample. 

(ID  A  repeat  donor  who  does  not  re¬ 
turn  for  plasmapheresis  at  the  time  the 
4-month  sample  Is  due  to  be  collected 
may  be  plasmapheresed  on  the  day  he 
apiiears:  Provided,  That  no  longer  ttian 
6  months  has  elapsed  since  the  last  sam¬ 
ple  was  collected,  and  the  physician  on 
the  premises  approves  the  plasmaphere¬ 
sis  procedure  and  so  Indicates  by  signing 
the  donor’s  record  before  such  procedure 
Is  performed.  The  sample  for  the  4- 
month  tests  shall  be  collected  on  the  day 
of  the  donor’s  return. 

(ill)  A  repeat  donor  from  whom  the 
plasmapheresis  center  Is  unable  to  ob¬ 
tain  a  sample  for  testing  sis  prescribed 
In  paragraph  (b)  (1)  (1)  of  this  section 
for  a  total  period  exceeding  6  months 
shall  be  processed  sis  a  new  donor. 

(2)  (1)  ’The  accumulated  laboratory 
data.  Including  tracings,  if  smy,  of  the 
plasna  or  serum  protein  electrophore¬ 
sis  pattern,  the  ealculatcd  vsdues  of  each 
component,  and  the  collection  records 
rtisdl  be  reviewed  by  a  qualified  licensed 
physician  within  21  days  after  the  sam¬ 
ple  is  drawn  to  determine  whether  or  not 
the  donor  may  continue  In  the  progrsun. 
The  review  shidl  be  signed  by  the  review¬ 
ing  physlclsm.  If  the  protein  cmnpositlon 
Is  not  within  normal  limits  established 
by  the  testing  laboratory,  or  if  the  total 
protein  is  less  than  6.0  grams  per  100 
milliliters  of  samples,  the  donor  shall  be 
ronoved  from  the  program  imtil  these 
values  return  to  normal. 

(II)  A  donor  with  a  reactive  serologic 
test  for  syphilis  shall  not  be  plasma- 
l4ieresed  again  imtil  the  donor’s  serum 
is  tested  and  found  to  be  nonreactlve  to 
a  serologic  test  for  syphilis,  except  as 
provided  In  paragraph  (b)(2)  (111)  and 
(iv)  of  this  section. 

(III)  A  donor  whose  serum  Is  deter¬ 
mined  to  have  a  biologic  false-positive 
reaction  to  a  serologic  test  for  syi^llls 
may  be  plasmapheresed:  Provided.  ’That 
the  donor’s  file  Identifies  the  serologic 
test  for  syphilis  and  results  used  to  con¬ 
firm  the  biologic  false-positive  reaction 
and  indicates  that  the  physician  on  the 
premises  has  determined  the  false-posi¬ 
tive  reaction  is  not  the  result  of  an  un¬ 
derlying  disorder  that  would  disqualify 
the  donor  from  participation  in  the  plas¬ 
mapheresis  program.  If  the  serologic  test 
for  syphilis  Is  performed  at  a  facility 
other  than  the  plasmapheresis  center, 
all  applicable  provisions  of  S  640.71  shall 
be  met. 

(Iv)  A  donor  with  a  reactive  serologic 
test  for  syphilis  may  be  plasmapheresed 
only  to  obtain  plasma  to  be  used  for  fur¬ 


ther  manufacturing  into  control  serum 
for  the  serologic  test  for  syphilis:  Pro¬ 
vided.  ’That  the  physician  (m  the  prem¬ 
ises  approves  the  donation,  the  donor’s 
file  contains  a  signed  statement  from  a 
physician  or  clinic  establishing  that 
treatment  for  syphilis  has  been  initiated 
and  that  continuance  In  the  plasma¬ 
pheresis  program  will  not  Interfere  with 
or  Jeopardize  the  treatment  of  the 
syphilitic  donor. 

7.  By  revising  S  640.67  to  read  as  fol¬ 
lows: 

8  640.67  Test  for  hepatitis  B  surface 

antigen. 

Each  unit  of  Source  Plasma  (Human) 
shall  be  nonreactlve  to  a  test  for  the 
hepatitis  B  surface  antigen  as  prescrlocd 
in  §§  610.40  and  610.41  of  this  chapter, 
except  Insofar  as  permitted  in  S  610.40(d) 
(2)  and  (3)  of  this  chapter. 

8.  In  S  640.68  by  revising  paragraph 
(a)  to  read  as  follows: 

§  640.68  Processing. 

(a)  Sterile  system.  All  administration 
and  transfer  sets  Inserted  into  blood  con¬ 
tainers  used  for  processing  Source 
Plasma  (Htunan)  intended  for  manufac¬ 
turing  into  Injectable  or  nonin jectable 
products  and  all  Interior  surfaces  of 
plasma  containers  used  for  processing 
Source  Plasma  (Human)  Intended  for 
manufacturing  into  injectable  products 
Shan  be  sterile,  pyrogen-free,  nontoxic, 
and  compatible  with  the  centmts  under 
normal  conditions  of  use.  Only  Sodium 
(Thlorlde  Injection  USP  shah  be  used  as 
a  red  blood  cell  diluent.  If  the  method 
ot  separation  of  the  pasma  Intended  tor 
Injectable  products  involves  a  system  In 
which  an  airway  must  be  inserted  into 
the  plasma  eontalner,  the  airway  shall 
be  sterile  and  constrroted  so  as  to  ex¬ 
clude  microorganisms  and  maintain  a 
sterile  system. 

•  •  •  •  • 

9.  In  S  640.69  by  revising  paragraphs 
(a) ,  (b) ,  and  (c)  and  deleting  paragraphs 
(e),  (f),  and  (g),  as  follows: 

§  640.69  General  requirements. 

(a)  Pooling.  Two  units  of  Source 
Plasma  (Human)  from  the  same  donor 
may  be  pooled  if  such  units  are  ccUected 
during  one  plasmapheresis  procedure: 
Provided,  That  the  pooling  Is  done  by  a 
procedure  that  does  not  Introduce  a  risk 
of  contamination  of  the  red  blood  cells 
and,  for  plasma  intended  for  Injectable 
products,  gives  maximum  assurance  of  a 
sterile  container  of  plasma. 

(1)  The  pooling  of  plasma  from  two  or 
more  donors  Is  not  permitted  in  the 
manufacture  of  Source  Plasma  (Human) 
intended  for  manufacturing  Into  mjeot- 
able  products. 

(2)  The  pooling  of  plasma  from  two  or 
more  donors  by  the  manufacturer  of 
Source  Plasma  (Human)  intended  for 
manufacturing  into  nonlnjectable  prod¬ 
ucts  Is  permitted:  Provided.  ’That  the 
plasma  from  two  or  more  donors  is  pooled 
after  the  plasma  has  been  removed  from 
the  red  blood  ceUs.  and  after  the  red 
blood  cell  containers  are  sealed. 


(b)  Storage.  Immediately  after  filling, 
plasma  Intended  for  manufacturing  into 
Injectable  products  shall  be  stored  at  a 
temperature  not  warmer  than  20*  C.,  ex¬ 
cept  for  plasma  collected  as  provided  in 
i  640.74.  Plasma  intended  for  manufac¬ 
turing  into  nonlnjectable  products  may 
be  stored  at  temperatures  appropriate 
for  the  Intended  use  of  the  final  product, 
provided  these  temperatures  are  Included 
in  the  Source  Plasma  (Hiunan)  license 
application. 

(c)  Inspection.  Source  Plasma  (Hu¬ 
man)  intended  for  manufacturing  Into 
Injectable  products  shall  be  Inspected  for 
evidence  ot  thawing  at  the  time  of  is¬ 
suance,  except  that  inspection  of  Indi¬ 
vidual  plasma  containers  need  not  be 
made  If  the  records  of  continuous  mon¬ 
itoring  of  the  storage  temperature  es¬ 
tablish  that  the  temperature  remained  at 
—20*  C  or  colder.  If  there  is  evidence  that 
the  storage  temperature  has  not  been 
maintained  at  —20*  C  or  colder,  the 
plasma  may  be  relabeled  and  issued  as 
provided  in  §  640.76(a). 

•  •  «  •  W 

(e)-(g)  [Removed] 

10.  By  redesignating  present  I  640.70 
Modification  of  Source  Plasma  {Human) 
as  §  640.74  and  adding  new  §  640.70  to 
read  as  follows : 

§  610.70  Labehng. 

(а)  In  addition  to  the  labeling  require¬ 
ments  of  §  610.62  of  this  chapter,  and  in 
lieu  of  the  requirements  In  §i  610.60  and 
610.61  of  this  chapter,  the  following  in¬ 
formation  riwill  appear  on  the  label  af¬ 
fixed  to  each  container  of  Source  Plasma 
(Hiunan) : 

(1)  ’The  proper  name  of  the  product. 

(2)  *010  statement  “Caution :  For  Man¬ 
ufacturing  Use  Only’’  for  products  In¬ 
tended  for  further  manufacturing  Into 
Injectable  products,  or  the  statement, 
“Caution:  For  Use  In  Manufacturing 
Nonlnjectable  Products  Only’’,  for  prod¬ 
ucts  intended  for  further  manufacturing 
Into  nonlnjectable  products.  ’The  state¬ 
ment  shall  follow  the  proper  name  in  the 
same  size  and  type  of  print  as  the  proper 
name. 

(3)  ’The  statement  “Store  at  —20°  C. 
or  colder’’ :  Provided.  ’That  where  plasma 
Is  Intended  for  manufacturing  Into  non- 
injectable  products,  this  statement  may 
be  omitted  If  replaced  by  a  statement  of 
the  temperature  appropriate  for  the  final 
product  to  be  prepared  from  the  plasma. 

(4)  ’The  total  volume  or  weight  of 
plasma  and  total  quantity  and  type  of 
anticoagulant  used. 

(5)  ’The  donor  number  or  individual 
bleed  number,  or  both.  If  plasma  Is 
pooled  from  two  or  more  donors,  either 
all  donor  numbers,  all  bleed  numbers,  or 
a  pool  number  that  Is  traceable  to  each 
Individual  unit  comprising  the  pool. 

(б)  The  collection  date  of  the  plasma. 
If  plasma  Intended  for  manufacturing 
Into  nonlnjectable  products  Is  pooled 
from  two  or  more  donors,  either  the  col¬ 
lection  date  for  each  donation  or  the  col¬ 
lection  date  of  the  oldest  imlt  in  the  pool: 
Provided,  ’That  the  pooling  records  show 
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the  collection  date  for  each  unit  com¬ 
prising  the  pool. 

(7)  A  statement  as  to  whether  the 
plasma  was  collected  from  normal  do¬ 
nors  or  from  immunized  demons.  In  the 
case  of  immimized  donors,  the  label  shall 
state  the  immunizing  antigen. 

(8)  The  test  for  hepatitis  B  surface 
antigen  used  and  the  results. 

(9)  When  plasma  collected  from  a  do¬ 
nor  is  reactive  for  the  serologic  test  for 
syphilis,  a  statement  that  the  plasma  is 
reactive  and  must  be  used  only  for  the 
manufacturing  of  positive  control  re- 
agrents  for  the  serologic  test  for  syphillis. 

(10)  Name,  address,  and  license  num¬ 
ber  of  the  manufacturer. 

(b)  Source  Plasma  (Human)  diverted 
for  Source  Plasma  (Human)  Salvaged 
shall  be  relabeled  “Source  Plasma 
(Human)  Salvaged”  as  prescribed  in 
§  640.76.  Immediately  following  the 
proper  name  of  the  product,  the  labeling 
shall  conspicuously  state  “CAUTION: 
DO  NOT  USE  FOR  PRODUCTS  RE- 
QUmiNO  LABILE  FACTORS”  and, 
where  applicable.  “STORAGE  TEM¬ 
PERATURE  EXCEEDED  -20*  C.”  or 
“SHIPPINO  TEMPERATURE  EX¬ 
CEEDED  -5*  C.” 

11.  By  adding  new  §  640.71  to  read  as 
follows: 

§  640.71  Manufacturing  responsibility. 

(a)  All  steps  in  the  manufacture  of 
Source  Plasma  (Human),  including 
donor  examination,  blood  collection, 
plasmapheresis,  laboratory  testing,  label¬ 
ing.  storage,  and  issuing  shall  be  per¬ 
formed  by  personnel  of  the  establish¬ 
ment  licens^  to  manufacture  Source 
Plasma  (Human),  except  that  the  fol¬ 
lowing  tests  may  be  performed  by  per¬ 
sonnel  of  an  establishment  licensed  for 
blood  or  blood  derivatives  under  section 
351(a)  of  the  Public  Health  Service  Act, 
or  by  a  clinical  laboratory  that  meets  the 
standards  of  the  Clinical  Laboratories 
Improvement  Act  of  1967  (CLIA)  (42 
UB.C.  263a) :  Provided,  The  establish¬ 
ment  or  the  clinical  laboratory  is  quali¬ 
fied  to  perform  the  assigned  test(s). 

(1)  The  test  for  hepatitis  B  surface 
antigen. 

(2)  The  total  plasma  or  senun  protein 
and  the  quantitative  test  for  plasma  or 
serum  proteins  or  for  immunoglobulins. 

(3)  The  serologic  test  for  syphilis. 

(b)  Such  testing  shall  not  be  con¬ 
sidered  divided  manufacturing,  which  re¬ 
quires  two  product  licenses  for  Source 
Plasma  (Human) :  Provided,  That 

(1)  The  resvilts  of  such  tests  are  main¬ 
tained  by  the  establishment  licensed  for 
Source  Plasma  (Human)  whereby  such 
results  may  be  reviewed  by  a  licensed 
physician  as  required  in  S  640.65(b)  (2) 
and  by  an  authorized  representative  of 
the  Food  and  Drug  Administration. 

(2)  The  Source  Plasma  (Human) 
manufacturer  has  obtained  a  written 
agreement  that  the  testing  laboratory 
will  permit  authorized  representatives  of 
the  Food  and  Drug  Administration  to  in¬ 


spect  its  testing  procedures  and  facili¬ 
ties  during  reasonable  business  hours. 

(3)  The  testing  laboratory  will  partici¬ 
pate  in  any  proficiency  testing  programs 
undertaken  by  the  Bureau  of  Biologies, 
Food  and  Drug  Administration. 

12.  By  adding  new  §  640.72  to  read  as 
follows: 

§  640.72  Records. 

(a)  In  addition  to  the  recordkeeping 
requirements  of  this  subchapter,  the  fol¬ 
lowing  records  shall  be  maintained: 

(1)  Documentation  compiled  every  3 
months  establishing  that  the  shipping 
temperature  requirements  of  $  600.15  of 
this  title  and  §  640.74(b)  (2)  are  being 
met  for  Source  Plasma  (Human)  in¬ 
tended  for  manufacture  into  injectable 
products. 

(2)  For  each  donor,  a  separate  and 
complete  record  of  all  initial  and 
periodic  examinations,  tests,  laboratory 
data,  interviews,  etc.,  imdertaken  pm*- 
suant  to  §S  640.63,  640.65,  640.66  and 
640.67,  except  that  negative  test  resxilts 
for  the  detection  of  the  hepatitis  B  sur¬ 
face  antigen  and  the  volume  or  weight  of 
plasma  withdrawn  from  a  donor  need 
not  be  kept  on  the  individual  donor 
record:  Provided,  That  such  informa¬ 
tion  is  maintained  on  the  premises  of 
the  plasmapheresis  center  where  the 
demor’s  plasma  has  been  collected. 

(3)  The  original  or  a  clear  copy  of  the 
donor’s  written  consent  for  participation 
in  the  plasmapheresis  program  or  for 
immuni^tion. 

(4)  The  certification  of  the  donor’s 
good  health  as  prescribed  in  S  640.63(b) 
(3). 

(5)  If  plasma  that  is  reactive  to  a 
serologic  test  for  syphilis  is  issued  as 
prescribed  in  5' 640.65(b)  (2)  (Iv),  the  dis¬ 
tribution  records  shall  indicate  by  num¬ 
ber  those  units  that  are  reactive. 

(b)  Each  donor  record  must  be  direct¬ 
ly  cross-r^er^ced  to  the  unit(s)  of 
Source  Plasma  (Human)  associated  with 
the  d(»K>r. 

(c)  If  a  r^ieat  donor  is  rejected  or  a 
donor’s  plasma  is  found  unsuitable,  the 
donor’s  record  shall  contain  a  full  ex¬ 
planation  for  the  rejection. 

(d)  If  a  donor  has  a  reaction  while  on 
the  plasmapheresis  premises,  or  a  donor 
reaetiem  is  reported  to  the  center  after 
the  d<xior  has  left  the  premises,  the 
donor’s  record  shall  contain  a  full  ex¬ 
planation  of  the  reaction,  including  the 
measures  taken  to  assist  the  donor  and 
the  outcome  of  the  incident. 

13.  By  adding  new  S  640.73  to  read  as 
follows: 

§  640.73  Reporting  of  fatal  donor  re¬ 
actions. 

If  a  donor  has  a  fatal  reaction  which, 
in  any  way,  may  be  associated  with 
pla^apheresls  the  Director  of  the  Bu¬ 
reau  of  Biologies  shall  be  notified  by 
telephtme  as  soon  as  possible.  If  the 
facility  is  located  outside  of  the  con¬ 


tinental  Umted  States,  notification  by 
cable  or  telegram  shall  be  acceptable. 

14.  By  amending  redesignated  $  640.74 
(formerly  $  640.70)  by  revising  para¬ 
graph  (b)  (4)  to  read  as  follows: 

§  640.74  Modification  of  Source  Plasma 
(Human). 

*  •  •  •  * 

(b)  •  •  • 

(4)  The  label  affixed  to  each  con¬ 
tainer  of  liquid  Source  Plasma  (Human) 
shall  contain,  in  addition  to  the  informa¬ 
tion  required  by  $  640.70(a)  but  exclud¬ 
ing  S  640.70(a)  (3).  the  name  of  the 
maniifacturer  of  the  final  blood  deriva¬ 
tive  product  for  whom  it  was  prepared. 

•  •  •  ft  * 

15.  By  adding  new  §§  640.75  and  640.76 
to  read  as  follows: 

§  640.75  Alternate  procedures. 

Source  Plasma  (Human)  may  be  col¬ 
lected  and  processed  at  variance  with 
one  or  more  of  the  requirements  of  this 
subpart,  including  the  licensing  require¬ 
ments:  Provided,  That  prior  approval  for 
such  alternate  procedures  is  obtained 
from  the  Director  of  the  Bureau  of  Bio¬ 
logies.  Such  approval  may  be  obtained 
orally  but  must  be  followed  by  a  written 
request  and  a  written  approval. 

§  640.76  Products  stori^d  or  shipped  at 
unacceptable  temperatures. 

(a)  Source  Plasma  (Human)  intended 
for  manufacture  into  injectable  products 
that  is  inadvertently  exposed  to  a  storage 
temperature  warmer  than  —20'  C  and 
colder  than  10'  C  may  be  issued  only  if 
labeled  as  “Source  Plasma  (Human)  Sal¬ 
vaged”.  The  label  shall  be  revised  before 
issuance  and  appropriate  records  shall 
be  maintained  identifying  the  units  in¬ 
volved,  their  disposition,  and  fully  ex¬ 
plaining  the  conditions  that  caused  the 
temperature  exposure. 

(b)  Source  Plasma  (Hiunan)  for  man¬ 
ufacture  into  injectable  products  that  is 
inadvertently  exposed  to  shipping  tem¬ 
peratures  warmer  than  —  5'  C  and  colder 
than  10'  C  shall  be  labeled  by  the  plasma 
derivative  manufacturer  as  “Source 
Plasma  (Human)  Salvaged”.  Appropri¬ 
ate  records  shall  be  maintained  identify¬ 
ing  the  imits  involved,  their  disposition, 
and  fully  explaining  the  conditions  that 
caused  the  accidental  temperature  ex¬ 
posure. 

(c)  Source  Plasma  (Human)  shall  be 
relabeled  as  “Source  Plasma  (Human) 
Salvaged”  by  covering  the  original  label 
with  either  (Da  complete  new  label  con¬ 
taining  the  appropriate  information  or 
(2)  a  partial  label  affixed  to  the  original 
label  and  containing  the  appropriate  new 
information,  which  covers  the  incorrect 
Information  regarding  storage  tempera¬ 
ture. 

Effective  date.  ’This  regulation  shall  be 
effective  on  May  11, 1976. 

Plasmai^ereses  estaUishments  that 
have  not  previously  submitted  license  ap- 
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plications  because  they  were  producing 
source  i^asma  intended  for  noninjecta- 
ble  use  only  shall  file  an  establishment 
and  product  license  application  by  May 
11,  1976. 

Plasmaphereses  establishments  that 
have  pending  or  approved  license  appli¬ 
cations  for  Source  Plasma  (Hiunan)  in¬ 
tended  for  injectable  products  shall  file 
appropriate  amendments  by  May  11. 
1976. 

Until  such  time  as  final  action  has  been 
taken  regarding  approval  or  denial  of  a 
seemingly  valid  license  application  or 


amendment,  establishments  may  con¬ 
tinue  to  ship  Source  Plasma  (Hmnan) : 
Provided,  That  these  additional  stand¬ 
ards  for  Source  Plasma  (Human)  are 
being  adhered  to  in  all  respects. 

(Sec.  351,  58  St»t.  702,  as  amended  (42  U.S.C. 
262)) 

Dated:  March  4.  1976. 

Sam  D.  Fine. 

Associate  Commissioner  for 
Compliance. 
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